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f ordixrrrily den9 reopond so quickly, particularly whm 
the Bliatrictions arc, as many 0 s  they are now. Neverthelore, I did 
want to say c Mt about the CORA biding stdi6r.  

Y o u  may recall when we talked in Paris or in Londonr I 
ciast remember which, I told you of mar inrbility to confirm OL 
diffsrence in the biding of conA te normal and tranifoamed cells. 
W e  never wlud Sachrr' exprdmsntt with thra nickel labolsd coaA' 
becaurs we were worried about w b b r  he wss merrurfng nickel 
bfndpng rather than eaadl binding to cclrlln (the radioactive nickel 
war zmt cavalently bcrcrnd to the coaA and, in fact, ir readily dir- 
sociable by dirlpsia). His  data coftld easily have been oxplpined 
if transformed cello wer 
normal cell., We used p241-labeled conA prepared ennrymatically 
and could detect no differsac8 in biding even theuglh thr labeled 
c o d  prepration caused aggltlttution of trrnaformed cells brrt 
aot of normal cells. I told thir to Sor Samb~ook ha Parfa, but he 
had repeated Sachi' erpsrirnent with aicksP labeled csnA asd obtained 
r 8ults mbilar to thore of Sachs. Subrsqueatly, he also prepared 
1251-lobQlrd conAAnad whsot germ agglutiain and obtataad the saxria 
results a6 we have.. At first I war somewhat reluctant to believe 
DS- Arndt'r data because it wa6 at varhnce with our expectations; 
nevertheless, she has tried in a variety of wsyr to find a dUfer8nee 
but without ruccess; arrcf Joe*o confirmation of her finding6 mibkel) 
m e  conhcsd  that we're not wrong and that there hat to be another 
explanrrtian for the differential agglutbbility. 

more affisient ion exchanger than 

It's not a @chnieal problem, we're not using either glslrs 
filters or Millipore filters. Our first sat  of exparimants were done 
with cell rurpensioar mads with EDTA which were mixed with 
labeled CORA, incubated under various condftionr, centrifuged, 
warrhed several times, and then the cello were dissolvcsd & countrsd. 
Bnrger paired the objection that perhaps our EDTA treatment was 
liberating same protease perhaps from 1% of the cells end thir 
obliterated the difference. W e  accepted htr suggartion for doing 
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the experiment ha the followfag way: neaobyeor are washed and 
than expored to v a r y b g  coneantrationo of labeled c o d  directly on 
the plate. After an rppropriata time the layer is w&.hed aevexal 
timer and then dissolved in dilute alkali and aliquot8 of ths alkaline 
solution are counted asd the proteb content determined. Agafn, 
there ir no appreciabh difference barred on proteh eontent or 
number in conA binding. 

lab have found a mbtlar result and I assu;ms thatti what you refer 
to in your letter. 

Joe wrote ma recently maybag that 80xz-m people in your 

I can imargins several waya to recarocile our resultr with 
It seems to me oao could h g h  the differential agglutinability. 

that there are rturic barriers in normal cells which prevent 
oggluthation even though c o d  is boturd; p8rhap. a divalent CORA 
molecule cannot crorr upk normal cell1 but can do so with trsnr- 
formed OP trypsPnioed cella. Conceivably, the eel1 surface of 
tronrformed eauo udergosa on sl1oaterk change following c o d  
M d i n g  and this al'forteric cbnnge maker the cells "rtkky". If 
normal cells don't d e r g o  the allosteric change on C O ~ A  binding, 
thay might not become "rticky". A third pormibility is that the 
charge on the ourface of normal cella prevent. the agglutination 
even though c o b  L bound. It the chrrgcs on tranrfarmed cells ia  
altered (md these is evidence that this ir mo), there might be no 
eharga reploion to prevent agglatiabtion. I a m  rur6 there are 
other porrible exphnotioar, but at the morneat I a m  inclined to 
believe tlaat there is no such thing a8 cryptic conA binding dtea 
in normal eellm. 

All the bart, 

Sincerely, 

PS. : I€ we can make it to the Cancer Gordon Conference, we'll 
look forward to reeingl you. 


